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fa the Specification 

On Page 1, second paragraph under the heading "Background of the Invention", lines 30-43 
through page 2, lines 1-37 (as numbered), replace with: 

The common medioin e a for prolif e rative diseas e are (1) corticosteroid^ which i s 
e ffect to small pathological scar, but could induce local skin olirink. pigment 
decr e as e or d e color, t e langi e ctasis, ev e n skin noorooifl and ollcoais. It will 
s e riously cause general reaction, suoh as hypertension, osteoporosis, digestiv e 
trosio, t e ratoGoroinomay e v e n Cushing's r e sponse; (2) tretinoin, which is seldom 
us e d for tr e ating - scar; (3) tronilast, which need to admiaistrate for more than 6 
months. Surgical tr e atm e nt^ laser tr e atment, radiation treatm e nt and oomprosoion 
method also can b e used for tr e ating proliforativo discooe. 

In tho dovotcpiag of th e s tudy of the r e lative gen e s in pathological ooor, some 
controLling genes of fibrobloat cells propagation apoptosis and metabolism of 
oollagen have been cloned and described. Therefor e , gene th e rapy for 
proliferative disease appears. 

Tho proGont applicant disclos e s a r e combinantf - which can amplify and propagat e 
in s p e cific genetic - e ngineer e d c e ll linos, and also can e xprcso tumor suppressor 
protein in cukary^oto oqUs. Tho r e combinant vootor can b e e ither DNA virus or RNA 
virus, Tho preforrcd vector is ad e novirus ve c t o r or combin ed vector containing 
adenovirus vector sequence. Th e most preferabl e vect or is the adenovirus v e ctor. 
Tho human tumor suppr e ssor gen e can be any tumor suppressor gcnes> the most 
preferable on e i s p53. 

The r e combinant combined - with adonovims v e ctor andp53 gene is defined as 
r e combinant p53 adenovirus, which has tho following soqucnco: 

The vectors used in gene therapy solely have not curative potential =. On the other 
hand, the genes which could be used to treat the diseases only have potential 
treating capabihty, since it is very difficult for them to directly enter and then 
express in the target cells. In order for the potential therapeutic genes to take 
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effect, the vector should first be recombined with the gene, then carry the gene into 
the target cells by transfection. and finally the gene could enter the cells and be 
expressed. Therefore, the key of gene therapy is to construct the recombinant DNA 
for the therapeutic gene and the gene vector. 

The conimon way to recombine the target gene expression cassette with its vector 
is to carry out homologous recombination in eukarvotic cells, which is a very 
complicated and tedious process. However, using prokarvotic cells for homologous 
recombination and to construct recombinant vectors could solve the above 
problems. 

A bottleneck in gene therapy lies in the lack of specific, targeting and efficient 
gene vectors. At present, there are two kinds of vectors used in gene therap y 
research including viral vectors and non-viral vectors. The common viral vectors 
include adenovirus vectors, adeno-associated virus vectors and retrovirus vectors. 
Adenovirus vector is the most common. Its advantages include a high transfection 
rate, its relative safety and ease of operability, the ability to carry lar ge gene 
fragments and the ability to prepare high titer viral particles, suitable for production, 
and the ability to infect cells not only in division phase but also in non-division 
phase. However, its disadvantages include a lack of target-specific infection and 
production of immunogenicitv. Therefore, it is necessary to improve adenovirus 
vector for gene therapy. Research indicates that a gene carried by adenovirus 
vector could be expressed in a longer period time and the antigenicity of the vector 
could be decreased if the gene is carried at El or E3 missing area. The retrovirus 
vector could carry a foreign gene and integrate into the target celVs genome, thus 
realizing the stable and lasting gene expressions. However, the retrovirus has the 
following disadvantages: low reproduction titer in vitro, low transfection efficiency, 
infecting only the cells in division phase, and random recombination with 
chromosomes bringing potentially carcinogenic activity. Other viral or non-viral 
vectors used in gene transformations all' have different advantages and 
disadvantages. 
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Summary of Invention 

The object of this invention is to recombine the potentially therapeutic genes with 
their vectors, thus providing a recombinant DNA of adenoviral vector and p53 gene 
for treatment of hvpeiplasia. This recombinant product will then induce the 
hyperplastic cells express normal P53 proteins. In this way the proliferation of the 
abnormal cells could be effectively repressed and could be used to treat 
30 hyperplastic diseases such as cheloid. 

The object of this invention is also to provide a method for producing this 
^ recombination and its preparation so that it could be put in practices. 

This invention provides recombinant DNA of adneo viral vector and p53 gene. This 
recombination is constructed bv combining adenoviral vector and human tumor 
su ppressor gene expression cassette, which has the following sequence: 

Replace page 4, lines 1-8 with 

CCTTCCTTGACCCTGGAAGGTGCCACTCCCACTGTCCTTTCCTAATAAAATGA 

GGAAATTGCATCGCATTGTCTGAGTAGGTGTCATTCTATTCTGGGGGGTGGG 

GTGGGGCAGGACAGCAAGGGGGAGGATTGGGAAGACAATAGCAGGCATGCT 

GGGGATGCGGTGGGCTCTATGGCTTCTGAGGCGGAAAGAACCAGCTGGGGC 

5 TCGAGGGGGATCCCCACGCTAGAGCT 2733GACTA T AA T AA T AAAACGCCAACT 

TTGACCCGGAACGCGGAAAACACCTGAGAAAAACACCTGGGCGAGTCTCCAC 

GT AAACGGTCAAAGTCCCCGCGGCCCTAGACAAA TA TT A (SEP ID NO:!) 2848- the 

left end of adenovirus 5 

Please insert after line 37 on page 4: 

In fact, this recombination could be obtained from any prokarvotic cell by 
homologous recombination. 

Please replace lines 9-13 on page 6 with: 

2. Application: This r e combinant pS3 adenovirus was abroad s pectrum 

QPti tumor m e dicin e . It could b e us e d to treat many malignant tumors. Th e phas e 

n clinical trials indicated that it hod aignificont troatmont offoots on head and neck 

squamous eoroinomoa and lung oanoor, among othoro, Tho rooombinont p53 

ad e novirus was oopooially e ffeotiv e in preventing tumor roourronoo. Tho phase I 

clinical trial and 3 y e ars post surg e ry obs e rv^ationG indicated that this recombinant 

p53 adenovirus had prev e nted the - post - surgery r e laps e of th e lar>Tix cancer 
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patiento as a cancer vaccine. 

The recombinant pS3 ad e noviruG of thia invention could bo mad e into m c dioines 
for treatm e nt of many malignant tumorfl in the exp e riomont And it could bo made 
into modioines for prevention of tumorigen e sis and post surg e ry relaps e s of 
tumors. 

Th e pr e sent applicant also found tho rooombinant p53 adonoviruolt could 
induce the abnormal hyp e rplastic oolls oxpressing normal P53 prot e in, thus 
effectively drcpreGoing tho ooll roproduction and curing hyperplastic diseas e s 
including choloid. 

1. Application: Tliis recombinant medicine not only could be used to treat many 
malignant tumors, but also could be used to treat many proliferative diseases. It 
10 could induce the abnormal hyperplastic cells expressing normal P53 protein, thus 
effectively repressing the cell reproduction and curing hyperplastic diseases 
including cheloid. 
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